


g-l!l»‘% unnEnsransEukunuﬂanuLPROﬂa:nouAGENCY
%% WASHINGTON, D.C. 20460

. gf ,

)
Ao | (a5 08311
Ao
OFFLCE OF
PESTICIDES AND TOXIC
.
 MEMORANDUH

SUBJECT: Ronilar Fungicide 50W [Vinclozolin] Toxxcology Data
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Reglistrant: BASF Corpcration, RTP (NC)

Reguest

- -Review and ezvaluate the following three documents,
submitted toward the recistration of Ronilan® Fungicide 30W,
as well as to report adverse data under FIFRA 6(a)(2):-

Submission .: INTERIM REPORT: Study of the Chronic

: Toxicity of Registration No. 83-258 (7INCLO-
ZOLIS) in Wistar Rats. Project Wo. 7150375/
88025, performed by BASF Aktiengesellschaft,
Department of Toxicology, Germany, 6700
Ludwigshafen (EPA MRID No. 41703001).

Primed an Recrcias Paper




' Submission 2:

-2

10831 ]

INTERIM REPORT: In Vitro Studv on Dermal

Penetration of Registration No. 83-258

(VINCLOZOLIN) (in] Human and Rat Skin.

Project No. 11B0481/309008, performed by
Inveresk Research International- (IRI),

Musselburgh (Scotland, UK}
41703082).

(EPA MRID No.

Submission 3: A. Report on the Stydy of the Prenétal;

Toxicity of Registration No. 83-258
(Vinclozolin) in Rabbits After Oral

"Administration (Gavage), Project No.:
38R0375/88062, Final 3eport dated
February 14, 1990; study performed by
BASF Aktiengessellschaft, Department
of Toxicology, D-6700 Ludwigshafen
(Federal Republic of Germany) '

B. Report on the Suoplementa Study of
the Prenatal Toxicity of Registration
No. 83-258 (Vinclozolin) in Rabbits
After Oral Administration (Gavage),
Project No.: 40K0375/88077 (Supple-

mentary to the Final Report of Project
- No. 38R0375/88062), Final Report dated

Februarvy 22, 1999. (MRID No. 415305~

al).

=3 Conclusions

Submissions 1 and 2 constitute interim zeports of adverse
eZfects reportable under FIFRA 6(a)(2) and are hereby noted,
but are considered by the Agency as SUPPLEMENTARY DATA only,
cending submission of the Final Reports of these studies (see
aztached abbreviated TB appraisals).
rental Toxicity - Rabbit), consisting of the two reports, A

aad B above, under submission 3, is fully reviewed and
evaluated as CORE-MINIMUM, demonstrating the following
carameters (see attached detailed review):

Doses tested: .0, 59, 200, 400, ané 800 mg/kg/day

administered by ora. gavage from
gestation days 7 to 28.

Maternal NOFL = 50 mg/kg/day : -
Maternal LOEL = 200 =g/kg/day - '

Cevelopmental NOEL
Jevelopmental LOEL
A/D Ratiz = 0.25

Atzachments (DERs)

L

200 mg/kg/day
400 mg/x3/cay

Submission 3 (Develop-
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Reviewed By: Irving Mauer, Ph. D., Genet1cxst €73/bl/ql
'Toxicology Branch I - IRS (47505C)

Toxicology Branch I - IRS (H7505C)

Secondary Reviewer: Karl P. Baetcke, Ph. D., Lhzef /&4;27 Z
: , . ’ 3/36/1

DATA EVALUATION RECORD ‘ N0R3 I
(Abbreviated) ) )

SUMMARY ’ - MRID No.: 417030-01
' ID No.: 7969-53 ‘
RD Record No.: S$-387603
Caswell No.: 323C.
Project No.. 1-0337

‘Study Type: (83~1) Chronic TOXICltY - Rat

Chemical: Vinclozolin (BASF 83-258)

Synonyms: RoniTaan
Sponsor: BASF, RTP (NC)

Testing Facjility: BASF Aktiengeselleschaft, Department of

Toxicology, 6700 Ludwigshafen, Germany

Title of Report: .INTERIM REPORT: Study of the Chronic
Toxicity of Regzstratlon No. 83-258
(VINCLNZOLIN) in Wistar Rats, Project No.
7150375/88026.

o

Authors: YNone

Study Number: 7150375/88026 (Reg. Doc.. No. 90/0478\

Date of Issue: September 3, 1990/November 16, 1990

TB Conclusions:

Doses tested: 0, 150, 500, 1500, and 4500 ppm in feed
for 24 months: 20 males/20 females per dose group.

Classification (Core~-Grade):

CORE~SUPPLEMENTARY. Preliminary results only,

',summar121ng gross pathological findings comprising possxble

6(a)(2) data (see attached), namely, anti-androgenic activity

‘and ophthalmological findings."
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II.

DETAILED REVIEW

A.

3.

Test Material - BASF 83-258 _vinclozolin)
[No other description]

Test Organism - Rodent

Species: Rat

Strain: Wistar

Age: Nokt stated g
Weights - Males: Not sztated
o Females: Noz stated
Source: Not stated

Study Design (Protocol) - Tiis study was designed to
assess the chronic toxicity potential of vinclozolin
when administered by dietarr feed to male and female

‘Wistar rats.

Statements of Quality Assurznce measures (inspections/
audits) and of adherence of Good Laboratory Practice
were both included in this Interim Report. .

. Preliminary TB Zvaluation- As dezcribed in'this Interim Report,l

compound and/or dose-dependent --creases were found in the incidence
of cataracts and enlarged/discolare: adrenals in both sexes; hepatic
nocdules/nodular formations (collz:tively termed "masses"), especially
in high-dose males; bilateral tes:iicular lesions, coincident wits.
reductions in size of accessory s:x srgans; and, uni-/bi-lateral
Jvarian masses (which the investizz:crs suggested might have incliudsd
enlarged corpora lutea). ‘

The investigators submitted that :zz 1500 ppm dose level already

represented a maximum tolerated c:s2 (at least for carcinogenicity),
and thus the HDT ( 4500 ppm) was zxzessive. However, they did not
wuggest NOELs for non-neoplastic fircings, and there does not appear
to be any no-effect levels, at lezst for opthaimological lesions, and
potential anti-androgenic effects. k '

-2



008371
Preliminary Findings {Interim Report) 1/
. . Dose level (ppm) -
Observation Q . : 150 500 . 1500 4500
M F M. F M F M T M F

Body weight (g) 684 | 444 | 735 | 440 | 713 | 442 | 593 | 373 | 457 | 309
Cataracts (,n)’ 0 0 0 2 7| 14 18} 19 20 20
SGGT (Liver) - - -1 - - -] - == | Iner| Incr
HEMATOLOGY -- -~ - -~ == == | Aff | Aft | Incr| Aff
Necropsy: b.(ass.es" - L 5
. ‘ in ) : . : :

- Liver . 1 0 0 2| 2 o 2] o 7 .2

- Testes | s | 13| e 17| == 19| --| 20 -

- Ovaries - | - 1 -- 2| -- 8| - 6

Reduced: ! ' ‘ a -

- Epididymis o -] 24 -- s| =] of ~-| 1| -

- Prostate | - 3‘ - 4 -- 12 -- 15 -

; Sem. vesicle 4 - 5 - S - I 13 ,—" 15 -

Adrenals.:

Discoloration 0 o 1 of a| 6| 10! 18] 19| 18

Mass R 1 1 1 1| - 1] -1 - 1.

Enlarged 1 S 0] 1 1 6 4 15 16 16

Extracted from Tables 1 through 41 of the Interim Report'i'.
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Reviewed By: Irving Mauer, Pa.D., Geneticist ozfer: 4/

Toxicology 3ranch I - IRS - (H7509C)

DATA EVALUATION RECORD - ~anf3rt
- 17 {

(Abbreviated)

SUMMARY MRID No.: 417036-02
ID Y¥o.:r 7969-53
RD Record No.: . =—387603
Caswell No.: Plagat
. Project No.: 1-9337

Study Type: (85-2) Debmal penetration - in vitro

‘Cheémical: Vinclozolin (BASF 83-258)

Sznénzg : Ronxlan'
Sponsor: BASF, RTP (NC)

Testing Facility: Inveresk Research International {IRI)
5 Musselburgh (UK).

u

Title of Report: INTERIM REPORT: In Vitro Study ca Dermal

Penetration of Registration No. 23-258 ;
(VINCLOZOLIN) Human and Rat Skin, Project
No. 1180481/909008.

Authors: None .

Study,xumber:- 11B0481/309008

Date of Issue: November 21, 1990

“TB Conclusions:

This interim report consists of unrefined raw cata from
in vitro exposures to rat msd human epxdermxs preparations,
3T two _eveis, 2.9 and 200
Classxficatian (CorefGrade). CORB-SUPPLBMBNTARY

Toxicology Branch I - IRS - (H7509C) : : ’
-'Secondary Reviewer: Karl P. Baetcke, Ph.D., Chief éz;,.f 7£;~u

~1




II.

JETAILED REVIEW . ' { 09 3, .

A.

B‘

C.

.

: {
Test Material - No details provided.

Test Organism - No specifics provided.

Study Design (Protocol) - This study was designed to
assess the dermal penetration potential of vinclozolin
when administered in vitro to human and rat skin
samples. :

A Statement of Quality Assurance measures (mspectxons/
audits) was not provided; however, a Statement of Adherence
to. Good Laboratory Practice was included in this Interim
Report.

Preliminary 13 Evaluaticn - As summarizec by the investigators,

there agpears to be large species differences in percutaneous trans-
port a- both dose levels, based upon compourd absorption expressed as
sercert of the applied dose, with significantly higher values registered
for rodent preparations, as follows {given as mean of means, calculated
by the reviewer from summary tabulations provided in this Interim Report}:

DOSE spscrss ABSORPTION (%) at:

(ugcm?) . 8 HR p/d/ 24 HR p.d.
"ow: Fat 76.6 24 .1
2.3) Kuzan . 6.4 13.0
"High" iat _ 32.4 g 55.1
200.0) _ Human ' 1.2 2.0

Zowever, no definitive conclusicns (nor, "==rgins of exposure/safety"”) =an
be drawn from these preliminary data, pending provision (in the Final
Report to come) of at least sex of and exac: location of the skin speci-
‘mens, as well as other cdetails of srocedure and methods of analysis.




| | 0 7
Reviewed By: Irving Mauer, Ph.D., Geneticist / aé’ﬁ'fi'7/
‘Toxicology Branch I -~ IRS (H7509C) : ' B
' Secondary Reviewer: Karl P. Baetcke, Ph.D., Chief ~—ai V'éghh
- Toxicology Branch I - IRS (H7509C) | ‘ %(;S ?/

DATA EVALUATION RECORD \ NCR3

I. SUMMARY : MRID No.: 417093-01
ID No.: 7969-53
RD Record No.:' §-387603
Caswell No.: 323C
Project No.: 1-0337

Study Type: (83-3) DevelopmentalvToxicity - Rabbit
Chemical: Vinclozolin

Synonyms: Ronilan® _
Sponsor: BASF Agricultural, RTP (NC)

Testing_fadility:\’BASF Aktiengeselleschaft, Department of
Toxicology, Ludwigshaffen (W. Germany)

Title of Report: Report on the Study of the Prenatal Toxicity -

of Registration No. 83-258 (Vinclozolin)
in Rabbits After Oral Administration
(Gavage). a

Authors: 3.P. Gelbke

Study Numter: Project Nos. 38R0375/88062 and ‘40R0375/88077
(Regis. Doc. Nos. BASF 90/0050 and 90/0051)

Date of Issue: ‘February 14, 1990

TB Conclusions:

-

Doses tested: ‘0, S0, 200, 400, and 800 mg/kg/day by
gavage from gestation day 7 thrp day 28.

Maternal NOEL = 50 mg/kg/day ,

Mateinal LOEL = 200 mg/kg/day (decreased food
consumption; increased liver, adrenal
weights). ,

Developmental NOEL = 200 ng/kg/day

Developmental LOEL = 400 nmg/kg/day (increased

resorptions/decreased live litter
size)} - : :

o




In addition, at higher doses (400, 80G ag/kg/day) :
- dose-related reduc:zions in maternal body weicht
- abortions

A/D Ratio = 0.25

Classification-(Coré-G;ade): CORE~-MINIMUM

N0837 |
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CETAILZID REVIEW

A.

Test Material - Registratiocr No. 83-2532

Description:

Batch (Lot) No.:
Purity (%) 99.

Solvent/Carrier/Diluent:

&

Solid:

wiite powder

N 183

2

Test Organism - Lagcncrph

Species:
Strain:

" Weight:
Source:

Rabbit
Himalayan (Chb3:HM - sutsrad)
Age: ("Sexually mature’) 25 t3 32 weeks
Females (only): 2715 g
Eiberach-an-Zer~Riss (FRG)

Karl Theaae,

‘vinzlozeclin)

Jouble~disztilled water
contzining 0.5 percent

, carbcxy*e:hyl cellulose

{CUCY

Study Design (Protocol) - This study waé designed to

assess the developmentally taxic potential of vinclozolin
whan adninistered by cral gavage to pr

according to OECD and ZPA Test Suidslines.

ecnant rabtics,

Stztements of Quality issuraice measurses (inspections/
auZits) and of adherence to Z .~3 Latoraszory Zractice
wer2 both provided.,

Pr-cedures/Methods of inalys:s - Followiag preliminary

toxicity testing in bc:ih noriregnan: anZ pregnant NZW

fezales (0, 100,

nos-pregnant;

0, 20,

300, and 3C1 mg/kg,day Zor 21 days

83, and 300 mg.'kg/Zay for cnly 13

" days during early precgnarcy :n the lattar group), three

gr-ups of 15 artificiaily inseminatad® Zamales each
(pretreated with LH/FS3 im) vere administered test
ar=icle (or CMC vehicls) by sral inzubaczion (in a
constant volume of 10 aL vehicle) oace <2ily from
gestation cays 7 throuzh 23. On dar 29 jes

surviving an.mals were bled, sacrificed, internal organs

examined, and fetuses iisseczed from ucsri.

*With semen from nea--hv mz_e Jima’lavarss.

b

- -

ion, all
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Full rcsters of maternal parameters* - 2 recorded at
necrcpsy, corpora lutea enumerated, ané tne number and
distritution of implantation sites classified (as live,
dead, =arly, and lats resorptions, as well as dead
fetuses). Pregnancy rate and ratics of pre- and post-
implantation losses were calculateé according tc standard
conventions. All fetuses were sexed, weighed, ‘

and exaniaed macroscopically, then ‘sacrificed for soft
tissue sxamination (by Wilson's. method), followed by
Dawson's method for skeletal assessments.

Fetal external, soft tissue, and skeleta. "changes”
(defects and/or variations) are classified by these
investigatorc as follows (extracted from text page 19 of-
the Final Report): . ,

" - Malformations . . . Rare and/or probably lethal
(i.e., life~threateningj changes . . . [such as]
(exencephaly, atresia ani, hernia umbilicus). .°

? - Variations . . . Chany2s which occur regularly
(ir test]! as well as in ccatrol grcups and have
‘generally no adverse effect on survival . . ..
[such as] (Zilated renal pelvis). '

" - Retardations . . . Delays in skeletal
development compared with the norm at the time
of examination . . . [such as] (sternebrae not
ossifiad). - :

" = Unclassifiei . . . externa’. and soft tissue
observations which cannot se classified as
malformations, variations, or tetardations
+ -+ [such as] (focal liver necrosics).

*Cliniczl: body weight (every 2 to 3 days)
R - .food consumption (same freq.)
- signs (Zaily}
- mortality (daily)
Hemato_.ogical: WBC - CBC (differential)
o . RBC - CBC . (differeatial) .
Hct .
MCV
MCH
MCHC
, Platelets
Gross -athologv: Liver
(incl. organ Szleen
“eights) . Alrenals
) “terus ' :
tvaries

—4— : ‘ . L ) . P | t).



PM-3 8% x11" PHOTOGRAPHIC GEMERAL TARGET = . ICh
NBS 1010a ANSI/1SO #2 EQUNALENT :

N0LR3g

For statistical evaluatica of =zas data, the following.
tests were applied (with signifizance recorded at both 3
and 1 percent): :

Dunnett's ¢ . . for Zood comsumpticn, body weight,
b.w. change, correctsd b.v. gain (net maternal

Weight change); weigats =% liver, adrenal, placentae,

and uterus; numbers-of fstuses, corpora lutea
implantations, pre- and postimplantation losses,
resorptions, and live fetuses. '

- Eisher's Exact . . . for corception rate, maternal
mortality, and all (other) Zetal findings.

Analysis of Variance (ANCVA , followed by : !

Dunnett's . . . for aematolcgical parameters ‘
(except for differential counts). . .

Results - In the prelimirary 3-week test with virgin
fenales, vinclozolin was severslw toxic at the HDT, 900
mg.’kg (producing universal ‘lethargy and weakness, coupled
with large weight loss), aoderataly so at the mid-dose
(330 mg/kg), and minimally at 109 mg/kg. On the other
hand, no maternal or reprsduc:zivs toxicities were
observed at any dose in gregnaat joes treated for the
shorter period; while cosa-depencent reductions in both

‘mezn whole-litter and inéividzal ‘etal weights comparesé

to’ concurrent -controls were calc:lated, no value was

.outside the range of this lab's =istorical background

ceatrol. On the bagis of these results, 800 mg/kg was
selected as the top dose Zor zhe definitive study ‘
(expected to produce both maternal and possible fetal
eflects); 200 mg/kg as the miZ-decse (possible minimally
toxic for dams and/or fetuses): and S0 mg/kg as an
exgected NOEL. :

(NB: However, due t3 the fact that only 2 does of
the high-dose group (800 =g /kg/day) were available
- for scheduled sacrifice "ané only one of these was.
pregnant), while all othar zigh-dose animals died

or had to be sacrificed :iatsrcurrently after
abortion, oniy a lizited assessment could be made
for this test group. :

Hence, a supplemental study was conducted at oral
doses of 400 mg/kg aiministared daily to 20 does
from day 7 thru 28 <f gestatzion. The results of
this additional assavy (22Sf 2roject 40R0375/88077
are incorporated wizh tzzse Zrom the definitive
study (38R0375/88062° ia :<zis DER. A summary of
selected (significarnz) Zzza axtracted from both

- . - : 3
-

il
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Final Reports is presented on the following page of
this DER.] , ; )

One mid-dose female of the cefinitive study (No. 58~
478/33) aborted on day 12 of gestation and was’
.sacrificed in extremis a week later; all other mid-dose
does survived to. scheduled sacrifice. Only 2 of the 15
high-dose animals (800 mg/kg/day) survived to study
termination (and only one of these was pregnant); one
doe was found dead on day 19, one died after aborting on
day 20, and 12 others were sacrificed following
abortions during the course of treatment. Although none
2f the 20 does administered 400 mg/kg/day in_ the
supplenentary study died intercurrently, 10 did abort.

Food consumption by high-dosed does (400-and 800 mg/kg)
was significantly reduced during the greater portion of
their treatment periods; that by 200 mg/kg females only
early in treatment, compensated for in the latter

portion of the study by increased values. This consistent
decreased food intake no doubt contributed to; significant
decreased mean body weights and weight gains among does

at the HDT (800 mg/kg), less-so for 400 mg/kg animals
(where only a significant deficit in weight gain at
miitreatment was observed). :

Otner clinical manifestations of maternal toxicity during -
. the 21 Zays of treatment were observed at doses - o
! above 30 mg/kg, namely, gastrointestinal disturbances
{(manifested as reduced/absent defecation and/or discolored
urine), lesions in major organs (dilation/discoloration
in liver, kidney, and heart), and hemotoxicity (manifested
as increased reticulocytes) in both 400 and 800 mg/kg
groups:; enlarged livers and adrenals (increased absolute
weight) in 200, 400, and 800 mg/kg groups. '

~ Concordant with the propensity for compound and dose- .
related abortion at high dose levels (10/20 at 400
mg/kg: 13/15 at 800 mg/kg) were reproduction and fetal
changes at these levels. Scme form of adverse changes
were found in implantations, leading to significantly
increased postimplant loss (approximately 33% and 43%,
respectively, at 400 and 800 mg/kg, compared to S to 10%
in concurrent controls, and a background range for this
lab of 4.9 to 18.4%), coincident with decreased percent
of live fetuses (54% and 57%). Mean fetal weight was
not adversely affected even at the HDT; the apparently

"increased mean fatal weight among 400-mg/kg-treated
oragnancies (= 44.5 g, compared to the concurrent control
7a_ue ¢ 39.3 g) was ascribasle to the lower number of
live fesuses in this group (Sut was within the lab
qistorizal range of 31.7 to 19.5 3).

-



Clincical, Rejroductive, and Fetal Effects of Oral
Vinclozelin Administered to Rabbits from
Gestation Day 7 Through Day 281/

Dose Grbup {mg/kg/day)

Ckservatiasn 0? 502 2062 8002/ 4003/ 03/
Marzernal clinical data:
Inscheculed deaths o} 0 0 24/ 0 .0
Aborticus - o) (4] 1 12 10 -0
Mean wt. gain (q)' ) : .
- Day & 2811 2843 2802 2569+ 2592 2685
- Day 25 2861 2892 2856 2373+x | 2711 2740
Mean body wt. g): ; ' ' :
- To day 16 1330 49.1 32.0 "=110.32% | ~j9.6# 19.0
T - To dar 2S ! 33.5 54,7 " 56.8 ~39,1% 7.7 44,7
Reduced activity I c 0 0 2 0 0
Reduced defecation ! ) 0 1 15 15 0
Jiscolered urine I o 0 1 13 8 0
Reticulscytes (0/00) | 16 16 17 67w 29e+ 16
Abs. liver wt. (g) ' s3.s5 57.91 81.46**| 144.31%¢| g5 56%e 50.03
Zel. liver wt. (%) | 1.81 1.94 2.692% 5,32¢¢ 3.052« 1.78
ibs. adrenal wt. (g) ! 2.20 0.21 0.24+ 0.26+ 0.23 2.21
Zel. adrenal we. (%) ! 2.Mm 2.01 | 0.01 0.01 0,01 0.01
Mazernal zecrzgsy/ i .
reprodusticn Jata: i ! ‘ Co
-Zeart changes ] 2 0 0 3 7 0
-aplant changes C 0 1 12 - 10 o)
Fostimpl. loss (%) T %.9 6.1 8.9 42,9+ 32.9 10.3
live fe-uses {%) 95.1 93.9 91,1 57.1% 53,9% - 89.7
Fetal data: . :
¥ean wt. (g) 40.9 43.7 42.6 38.4 44,5+ 0 39.9
Malformed sternebrae .
(%) ' 0 1.1 0 25.0% 0 1.7
‘etarded ossification ’ i
(%) . 58.3 57.4 59.6 75.0% 33.3 58.1

v ~=lecte‘ obse"vations and group Zata extracted fron summary and mdividual animal

Zata tasles ia both Pinal Reporss.
2/wain ("iefiniszive”) study, BASF ?roject No. 38R0375/88062 (15/qtoup)

3/ Supplemental study, BAS? Pro*ec" Jo. 40R0375/88077 (20/qroup)

/.ne_after aborting
*Signifizantly different

**3ignifizantly differens

from corzrol, p < 0.0§
from commzreol, p < 0.07

-] -
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no . :

There were?fgtuses with either external or soft-tissue
malformations considered to be compound-related, even at
the HDT. As recorded by the investigators, the only
statistically significant fetal finding was malformed
sternebrae in one of four fetuses in the one high-dose

230 mg/kg) litter (amounting to 25% of surviving fetuses
at this dose). This finding was considered as being
without biological relevance oa account of the limited
nuaber of high dose fetuses which could be evaluated at
this dose level, and the occurrence of the same incidence
of this finding in the fetuses of test grcup 1 (50 mg/kg
bedy weight/day), as well as in historical contrsls (but
not present in either 200 or 400 mg/kg fetuses). The
only ot*er anomaly recorded was a slight (but significant)
increas in overall delayed ossification among the three
remaining fetuses of the HDT group. : .

1

Other fetal findings (malformations, variations,
retardations, or unclassified observations) occurred in
all test groups, including the current control, with the

similar incidences, as well as in the background (historical
. control). 3pecifically (and in contrast to findings in “etal rats),

tnere were no compourd-related effects on the genitalia of male fetuses.
The investigators concluded that the oral administration

of vinclozolin to pregnant rabbits from gestaticn day 7
tarough 22 p.i. at dose levels of 50, 200, 400, and 800
mg/%g/day caused dose-related reductions in hody weight

anéd focd consumption at higher doses (400, 800 mg/kg),
ac:zcmpanied by abortions and other adverse cliniczal,
hematological, and organ changes - ., as well as
increased postimplant loss and possibly fetal skeletal
variations. '

Since 200 mg/kg does ate less and showed statistically
significant increased absolute and relative liver »
weight as well as increased absolute adrenal weight, 50
mg/xg/day was considered the maternal NOEL. B

Embryo/fetotoxicity and/or. adverse fetal effects were
also found only at higher dosage levels, and none at 200
., mg/kg/day which was thus considered the fetal NOZL.

TB Conclusions - CORE-MINIMUM. Although performed in
separate assays (due to severe toxicity in the definitive
study at the HDT), this investigation in toto satisfies
the minimal criteria for a developmental toxicity study
of this test substance in the second species. (rabbit),
ané provides ‘the following established parameters:

Ccses tested: 0, S0, 200, 400, and 800 mg/kg/day but
orz. intubation from gestation day 7 through 28,

C e - _8- ( . . ;.:



Maternal ICzZl

-
-

0o

Nna3|

50 mg/kg/day
200 mg/kg/day (decr. food consumptlon-

increased liver/adrenal welght)

Jevelopmertal/fetal NOEL
LOEL

"A/D Ratio = 30/200 = 0.25

Attachme=nts (Summary Cata Tables) "

{1

200 mg/kg/day

400 mg/kg/day (incr.
resorptions; decreased live
litter size).

o
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Attachment 1

(Summary Data Tables)y
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B. SUPPLEMENTAL STUDY (Coses: 0, 40C ng/kg)
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